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B#R8:fc*H& RTSSrtbiWBft-n/S/ 7x7 rS1»tf/? - G A L?£tt£$l£-r S c £ 1 J; 

ft s ^7x7- -GAL&iTefiSlEU L - 1 6 5 0 4 ltlllfel 
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st2 3frbwt>frte&ok*mwih&m (mmmi-D j±l- 1 6 5 04 i^jt^ 
s i§i^x^-enw±0PPAR5fstt^#ffi^^bfeo 
s ft, ^24^e>i5iD< hjs^ij 9 - 1 -mmm 9-22 sb*©**^^* l - 1 

6 5 0 4 1 fcjfc-^ i«Xft^m®PPAR(5WM*^tfe 0 
tot, *$8WccmK5S; (I) Tf^nsfli-6*H:N @ftfcPPAR<5?£t4fl;#ffl£ 
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itiMtt»^ may, mm-ffy, -xmay, m^ymommm, tjv 

y^-v-m, ftmSBM-, (Ma no H. e t . A 1 . , (2000) J 

. Biol. Chem. , 2 7 5 : 8 1 2 6 - 8 1 3 2 ) N M-fc F^BSfe SOWSW 

ztiibcommiz^ mnommk mmm, mn%k mtMte&fiR 

l^tlSo £CLT% Kff^J^bTfciu lilts D-v>~h— ;v s ^-fe;i/D-^ N 7 b* 
->tl&^ si^iJtbT^ r>7X ^^^^l/^l/D-y^l^A (C 
MC-Ca) m^Ji:bT^ Xr7>J>^^^^A, #;i^&£#s US 

UTfcfcs h KDdr>>7°ot:;H2;i/D-x (HPC) s -tf^x ^*utf-;i/fD 
u k> (pvp) j&^w^n-So 

^#*(±MmfifeAt*v>T^ ttMtta^t*fe5*ism^^ 1 B&JO . 1 
mg-l OOmg, gPS#t:l H lmg~2 0 0 0mgT"fe5^ « N 

mmmi 

2- [ [3- [2- (5 2 -? 4 v )i) j:^-;!/] - 1 
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(1) K-3- [2- (5-^^V-2-7i^-4-tWiJ^ 

) -1, 2-^>X>f V3MfvN-;V 



6-THz r7^ P-3->Wb- 1, 2-^>Xf V*l7-\/-;i/ (1. 5 0g, 7. 
8 9mmol) ^SgjftTHF (2 5mL) ^#H^Ts -7 8°Cfc 

T2M©LDA (9. OmL, 18. 0 mmo 1 ) « 1 Ofl«<Ptt*t»TU £ fefcH 
^10«»bfeo i^tf sm^tfe4 - 3- 5 -^^/l/- 

2-7ir;vtW-Jl/©THFii (1. 90g, 7. 89mmol/4. OmL 
) *5#WT?WTU StH*fr-C3 0^H«#bfco fijS»T4fllBb^ ^Mfc 

-;i/= 1 0 0/1) fcT»*tU±IB0«J8fl5£%*a6*g£ (9 1 Omg) fcbTftfe 

o 

(W3 2%) 

1 H — NMR (CDC1 3 , 400 MHz) d : 
2. 1 4 (s, 3H) , 

2. 1 9 (s, 3H) , 

3. 0 2 (t, 2H, J = 8Hz) , 
3. 3 2 (t , 2H, J = 8Hz) , 
7.13 (dd, 1H, J = l, 9Hz) , 
7. 3 5-7. 4 5 (m, 4H) , 

7. 8 3 (br-s, 1 H) , 

7. 9-8. 0 (m, 2H) , 

8. 08 (d, 1H, J = lHz) 

(2) 6-Y5.S-3- [2- ( 5 ^1/- 2 - 7 4 - t^rtV >J;i/) x.? 

-1, 2-^yX4v*V s J-)\' 
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±m%WiTZ'i$fi>nfc6-7-bbrZ K-3- [2- (5-^^-2-7^-;i/-4 
-tf^ity x^;H -1, 2-^>X^ V^i7-y-;v (7 0 Omg, 1. 9mm 

0 1) £1N^ (9niL) Cl^tm M«10 0°C£±ff 6»#(M 

«bfeo ^MMEEg*T?>cihT-M«M<b^tl^afe^ (53 0mg) tL 
Xntc 0 (1*8 6%) 

1 H-NMR (CDC 1 3 , 4 0 0MHz) 6: 

2. 15 (s, 3H) , 

3. 0 0 (t, 2H, J = 8Hz) , 

3. 2 7 (t , 2H, J = 8Hz) , 

4. 0 1 (br-s, 2H, ) , 

6. 54 (dd, 1H, J = 2, 9Hz) , 

6. 7 0 (d, 1H, J = 2Hz) , 

7. 2-7. 5 (m, 4H) , 

8. 0-8. 2 (m, 2H) . 

(3) 6-/Wh*n^>-3- [2- ( 5 2 -7i-jV- 4-**W U;i/ 

) -1, 2-^>X-f 7*l7-\/-;i/ 

±IB^T-t#e,tbfc6-T^y-3- [2- (5-^?;V-2-7i^-4-W 
V'W - 1, 2-^>X^V^-y-\/-;i/ (2. 14g, 6. 72mmol) 

£2 5X9IS (4 OmL) £«£-£fcfg s *j^^S«t h U ^Ayk'Sm (4 8 7 
mg/2. 5mL) §10«i"Flfeo 

mmr^4 sftmmwvfcm, mmmm^oi 5%mm&m® o omu tn3 o 
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2 > txttmbfe^ x.-^Mmmz. 1 n©*^;^ h u v&fm ( 2 0 0 mL x 3 > 

A-ri»c^T*ffifr©«M<b^rt)^fe@li$: (1. 1 g) tLxmtzo 

1 H — NMR (CDC 1 3 , 400 MHz) 6 : 

2. 23 (s, 3H) , 

3. 0 2 (t, 2H, J = 8Hz) , 
3. 2 6 (t, 2H, J = 8Hz) , 
6.7 1 (dd, 1H, J = 2, 9Hz) , 

6. 9 0 (d, 1 H, J=2Hz) , 
7.2 6 (d, 1H, J = 9Hz) , 

7. 4-7. 5 (m, 3H) , 
7.5 9 (br-s, 1 H) , 
7. 9-8. 0 (m, 2H) . 

(4) 2- [ [3- [2- (5-*?)l-2-7x-)l-4-**WV))/) x^;i/] 
-l,:2-^>X^VW-;i/-6-f;i/] ;^>] -2-^^7DW>gxf 

6-/WKp^>-3- [2- (5-^fJl/-2-7i^-4-m^'J;i/) x 
-1, 2-^>X^fVW-;i/ (2 00mg, 0. 60mmolK 2-^P 
; E-2-^^t/7Dh^>ix^ (156mg, 0. 8 0 mm o 1 K $Mi) U r> A 
(lllmg, 0. 8 0mmol) ^fMWh> (lOmL) tll^tfet 

s £jhs£&8 o°ctz±itftommmLtzo i2mm&, it:2-/Dt-2-^^7 

Pk'tVii^ (1 5 6mg, 0. 8 Ommo 1) , A (1 1 lmg, 0 

. 8 Ommo 1) 2 0 MJoM^bfco SttTffilfei, gfiCHU 
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ftllri3£#fe«tl ( 2 3 0 mg) t btffeo (JR* 8 9%) 

1 H — NMR (CDClj, 400MHz) 6 : 
1. 2 3 (t, 3H, J = 7Hz) , 

1. 6 4 (s, 6H) , 

2. 15 (s, 3H) , 

3.0 2 (t, 2H, J = 7Hz) , 

3. 3 1 (t , 2H, J = 7Hz) , 

4. 2 4 (q, 2H, J = 7Hz) , 
6.8 0 (d.d, 1H, J = 2, 9Hz), 
6.8 8 (d, 1 H, J = 2Hz) , 

7. 3 8 (d, 1 H, J = 9Hz) , 
7. 4-7. 5 (3H, m) , 
7. 9-8. 0 (m, 2H) . 

(5) 2- [ [3- [2- (5-*f-fr-2-'7x-)l/-4-**W)/U) x?\^] 
-l, 2-^>X^ v*-9V-;i/-6->f;i/] #^>] -2-^^l/7nW>l 

±IB^t?l#5>nfe2- [3- [2- (5-^^l/-2-7xz;v-4-tWJ 
)v) x^;i/] -l, 2-^>X-f f;i/*^] -2-^^;P7°Db- 

Mxfjl/ (2 2 0mg, 0. 5 lmmo 1) 4^^y-;i//THF/* (3mL/ 
lmL/lmL) cDS^«Efc»»**fefts *gMbU ItMNK (1 OOmg) 
£in;tfco MfcT2 0I^HaWLJg>kDfB5feft*Bbfeo KJ*««**^bfe«x # 
tt»SiD*.feo (pH 4 US) 

Ifftfjlfe^ItMlfeis * (4 0mL) -C^b2lftaS6U Mfc«HM<rS£ 

ktf±ia<o««fls^«&eeiiiift (nomg) thxmtzo 

(W8 3°/o) 
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1 H — NMR (DMSO-d 6 , 4 0 0MHz) 6: 

1. 7 7 (s, 6H) , 

2. 19 (s, 3H) , 

2. 9 6 (t, 2H, J = 7Hz) , 

3. 2 5 (t, 2H, J = 7Hz) , 

6.8 6 (dd, 1H, J = 2, 9Hz) , 

6.9 6 (d, 1H, J = 2Hz) , 
7. 4 5 -7. 5 (m, 3H) , 

7. 7 1 (d, 1H, J = 9Hz) , 
7. 8 5-7. 9 5 (m, 2H) , 
1 3. 2 (br s, 1H) . 



mmm2 

2- [ [3 - [2- ( 5 - xfjH 2 - 7 xz/[/- 4 - ^^V 'j/l/) -1 

(1) K-3- [2- (5-^;i/-2-7x-;i/-4-2|-^y';;i/ 

) x^;i/] -1,2 -^>X-f v^r-b-v*-;i/ 

m$i 5% 

1 H — NMR (CDC1 3 , 400MHz)tf: 

1. 0 8 (t, 3H, J = 7Hz) , 

2. 2 1 (s, 3H) , 

2.5 1 (q, 2H, J = 7Hz) , 

3. 0 3 (t, 2H, J = 7Hz) , 
3. 34 (t, 2H, J = 7Hz) , 
7.0 9 (d, 1H, J = l, 9Hz) , 
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7. 4 1 (br-s, 1H) , 

7. 4-7. 5 (m, 4H) , 

7. 9 5-8. 0 0 (m, 2H) , 

8. 07 (d, 1H, J=lHz) . 

(2) 6-r^y-3- [2 - (5-x.?)l-2-yx.-)\/-4-**W))))s) x.? 

;v]-l, 2-^>yC-f v^v-;i/ 

1 H-NMR (CDC1„ 40 0MHz) 6: 

1. 0 1 (t, 3H, J = 7Hz) , 

2. 5 1 (q, 2H, J = 7Hz) , . 

3. 0 3 (t , 2H, J = 7Hz) , 

3. 2 7 (t, 2H, J = 7Hz) , 

4. 0 2 (br s, 2H) , 

6. 54 (dd, 1H,.J = 2, 9Hz) , 

6, 6 9 ( 1H, d, J = 2Hz) , 

7. 2 6 (d, 1 H, J = 9Hz) , 
7. 4-7. 5 (3H, m) , 

7. 9 5- 8. 0 0 (m, 2H) 

(3) 6-;wh*n^>-3- [2- ( 5 - 2 - 7 - 4 - t^y U ;p 

1R*5 3% 

'H-NMR (CDC1 3 , 4 0 0MHz) 6 : 
1. 11 (t , 3H, J = 7Hz) , 
2.5 5 (q, 2H, J = 7Hz) , 
3. 0 3 (t , 2H, J = 7Hz) , 
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3. 2 9 (t , 2H, J = 7Hz) , 

5. 9 5-6. 0 5 (br, 1H) , 

6. 7 2 (dd, 2H, J = 2, 9Hz), 

6, 9 1 (d, 1H, J = 2Hz) , 

7. 3 1 (dd, 1H, J = 9Hz) , 
7. 4-7. 5 (m, 3H) , 

7. 9 5-8. 0 (m, 2H) . 

(4) 2 - [ [3 - [2- (5-^^;V-2-7x-;i/-4-^-^f-yi;;i/) 

-1, 2-^>X-f 7^\/-;i/-6-^;i/] #^>] -2-^f/l/7Dt:t>ix^ 
)V 

1 H — NMR (CDClj, 400 MHz) 6 : 
1. 0 7 (t, 3H, J = 7Hz) , 
1. 2 3 (t , 3H, J = 7Hz) , 

1. 6 4 (s, 6H) , 

2. 5 1 (q, 2H, J = 7Hz) , 

3. 0 2 (t , 2H, J = 7Hz) , 
3. 3 2 (t , 2H, J = 7Hz) , 

4.2 3 (q, 2H, J = 7Hz) , 

6.7 9 (dd, 2H, J = 2, 9Hz) , 

6.8 8 (d, 1H, J = 2Hz) , 

7.3 7 (d, 1H, J = 9Hz) , 
7. 4-7. 5 (m, 3H) , 

7. 9 5-8. 0 (m, 2H) . 

(5) 2 - [[3 - [2- ( 5 -if ;b- 2 - 7 4 - t^rf ^ 'J 

-1, 2-^>X-Y v*i^/-;i/-6-^;i/| •t*i/'}-2-*?-)i7u\z*>wt 
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JR*7 3% 

'H-NMR (CDClj, 4 0 0MHz) 6 : 
1. 3 (t, 3H, J = 7Hz) , 

1. 6 9 (s, 6H) , 

2. 5 8 (q, 2H, J = 7Hz) , 

3. 0 2 (t, 2H, J = 7Hz) , 
3. 2 2 (t , 2H, J = 7Hz) , 
6.7 9 (dd, 2H, J = 2, 9Hz) , 
7. 0 1 (1H, d, J = 2Hz) , 

7. 22 (1H, d, J = 9Hz) , 
7. 4-7. 5 (m, 3H) , 
7. 9 5-8. 0 (m, 2 H) 

mmm3 

2- [ [3- [2- (5-7'Pbr;i^-2-7 3i-;i/-4-^-^-9-^'j;v) £f2k] - 
(1) 6-7^h7^ K-3- [2- (5-7°Pf;i/-2-7x-;i/-4-^-^-y-y r U 

- l, 2-^>x-rv^y-;i/ 

'H-NMR (CDC1 3 , 4 0 OMHz) S : 

0. 8 7 (t , 3H, J = 7Hz) , 

1. 5 5- 1. 7 0 (m, 2H) , 

2. 2 2 (s, 3H) , 

2. 4 9 (t, 2H, J = 7Hz) , 

3. 04 (t, 2H, J = 7Hz) , 
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3. 3 5 (t , 2H, J = 7Hz) , 

7. 1 2 (dd, 1 H, J = 1 , 9Hz) , 

7. 2-7. 6 (m, 5H) , 

7. 9 5-8. 0 5 (m, 2H) , 

8. 0 1 (d, 1H, J=lHz) 

(2) 6-T<y-3- [2- ( 5 - 7D 2 - 7i-;i/-4 -tWJ;!') x 

2X11K$4 1% 
'H-NMR (CDClj, 40 0MHz) 6 : 

0. 8 7 (t , 3H, J = 7Hz) , 

1. 5 5- 1. 7 0 (m, 2H) , 

2. 4 9 (t , 2H, J = 7Hz) , 

3. 0 1 (t, 2H, J = 7Hz) , 
3. 2 6 (t, 2H, J = 7Hz) , 
4.0 0 (br-s, 2H) , 

6.5 5 (dd, 1H, J = 2, 9Hz) , 

6. 7 0 (d, 1H, J = 2Hz) , 
7.3 0 (d, 1H, J = 9Hz) , 

7. 4-7. 4 5 (m, 3H) , 
7. 9 5-8. 0 5 (m, 2H) . 

(3) 6-MK0^-3- [2- {5-7V\Z))/-2-y*=.)V~4-**WV 

)]/) x^;v] - l, 2-^>x-f v*-tf-\/-;i/ 

1R* 5 3 % 

1 H-NMR (CDC 1 3 , 4 0 0MHz) 8 : 
0. 9 1 (t, 3H, J=7Hz) , 
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1. 5 5- 1. 7 0 (m, 2H) , 

2. 5 6 (t , 2H, J = 7Hz) , 

3. 0 2 (t, 2H, J = 8Hz) , 
3. 25 (t, 2H, J = 8Hz) , 
6.7 4 (dd, 1H, J = 2, 9Hz) , 

6. 9 1 (d, 1H, J = 2Hz) , 

7. 28 (d, 1H, J = 9Hz) , 
7. 4-7. 4 5 (m, 3H) , 

7. 9 5-8. 0 0 (m, 2H) , 

8. 1 5 (br-s, 1H) . 



(4) 2- [ [3- [2- (5-7"DhVI/-2-7x-;i/-4-^^^U;i') 
] -1, 2-^>XJ V^-W-)]/- 6 -4 )l] -2-^^7DW>|x 

IR*7 0% 

1 H— NMR (CDC1„ 400 MHz) 6 : 

0. 8 5 (t , 3H, J = 7Hz) , 

1. 2 3 (t , 3H, J = 7Hz) , 
1. 5-1. 6 0 (m, 2H) , 

1. 6 4 (s, 6H) ', 

2. 4 8 (t, 2H, J = 7Hz) , 

3. 0 2 (t , 2H, J = 8Hz) , 
3. 3 2 (t, 2H, J = 8Hz) , 
4.2 3 (q, 2H, J = 7Hz) , 

6. 8 0 (dd, 1H, J = 2, 9Hz) , 

6. 8 8 (d, 1H, J = 2Hz) , 
7.4 0 (d, 1 H, J = 9Hz) , 

7. 4 0-7. 5 0 (m, 3H) , 
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7. 9 5-8. 0 0 (m, 2H) 
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(5) 2 - [ [3 - [2 - ( 5 - 7"D t>- 2 - 7 - 4 - t W >J;V) x*-;i, 

] -l, 2-'<>x>fv*iJV-;i/-6-' f;v] tf^>] -z-^^/d^^ 

JR*9 4% 

1 H — NMR (CDC 1 3 , 4 0 0MHz) 5 : 

0. 8 5 (t , 3H, J = 7Hz) , 

1. 5-1. 6 5 (m, 2H) , 

1. 6 4 (s, 6H) , 

2. 5 5 (t, 2H, J=7Hz) , 

3. 0 3 (t, 2H, J = 8Hz) , 
3. 19 (t , 2H, J = 8Hz) , 
6.7 6 (dd, 1H, J = 2, 9Hz), 
7.0 0 (d, 1H, J = 2Hz) , 

7. 2 0 (d, 1H, J = 9Hz) , 
7. 4 0-7. 5 0 (m, 3 H) , 
7. 9 5-8. 0 0 (m, 2H) . 

2- [ [3- [2- (5-^PbVl/-2- (2-^PD7x-;i/) 
)l) x£jk] -1, 2-i>X4V*W—)\'-§-' OH *5->~\ - 2-*3-)V7u 

mum 1 tHtiio^^wTc^Hftxa^fls^^feo 

(1) 6-TMz h 7^ K - 3 - [2 - (5-rot:;i/-2- (2-^DD7x~;i/) - 
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K$l 4% 

1 H-NMR (CDC 1 33 4 0 0MHz) 6: 

0. 8 5 (t , 3H, J = 7Hz) , 

1. 4 5-1. 6 0 (m, 2H) , 
2.2 2 (s, 3H) , 

2.4 6 (t, 2H, J = 7Hz) , 
3.0 6 (t, 2H, J = 7Hz) , 
3. 3 6 (t, 2H, J = 7Hz) , 

7. 12 (dd, 1H, J=l, 9Hz) , 
7. 3-7. 4 (m, 3H) , 
7. 4-7. 6 (m, 2H) , 
7. 9-8. 0 (m, , 2H) , 
8.0 7 (d, 1H, J = lHz) 

(2) 6-T^J-3- [2 - (5-^DtVb-2- (2-^Dn7x"jb) -4 

^r-9-v*'j;i/) x^;v] -l, 2-^>x-rv^^-;i/ 

K*8 0 o /o 

•H-NMR (CDC1 S> 4 00MHz) <5 : 

0. 8 7 (t, 3H 5 J = 7Hz) , 

1. 45-1. 60 (m, 2H) , 

2. 4 9 (t , 2H, J = 7Hz) , 

3. 0 3 (t , 2H, J = 7Hz) , 
3. 2 9 (t , 2H, J = 7Hz) , 
4.0 0 (br-s, 2H) , 

6.5 6 (dd, 1H, J = 2, 9Hz) , 
6.7 0 (d, 1H, J = 2Hz) , 
7.2 8 (d, 1H, J = 9Hz) , 

7. 5-7. 6 (m, 2H) , 
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7. 4-7. 6 (m, 1H) , 
7. 9-8. 0 (m, 1H) 



PCT/JPOl/02271 



(3) 6-/WKd^>-3 - [2- (5-7°Db*;i/-2- ( 2 on 7 x~;i,) - 

4-*wj;v) -l, 2-^>x^f v=Hf\/-;i/ 

1R*3 4% 

'H-NMR (CDC 1 3 , 4 0 0MHz) 6 : 

0. 8 7 (t, 3H, J = 7Hz) , 

1. 4 5-1. 6 0 (m, 2H), 

2. 5 1 (t, 2H, J = 7Hz) , 

3. 1 0 (t , 2H, J = 7Hz) , 
3. 3 1 (t , 2H, J = 7Hz) , 
6. 1-6. 2 (br, 1H) , 

6.7 4 (dd, 1H, J = 2, 9Hz), 

6. 9 1 (d, 1H, J = 2Hz) , 

7. 3-7. 4 (m, 3H) , 
7. 4-7. 5 (m, 1H) , 
7. 9-8. 0 (m, 1H) 

(4) 2- [[3 - [2- (5-7*Dtr;i/-2- (2-^DD7i-A) -4-^^rit 

\/U;i/) -l, 2-^>X-fv3r-9-\/-;i/-6-- f/w] -2-/f-;i/ 

IK* 6 3 % 

'H-NMR (CDClj, 400 MHz) 5: 

0. 8 7 (t, 3H, J = 7Hz) , 

1. 2 3 (t, 3H, J = 7Hz) , 
1 . 4 5-1. 6 0 (m, 2H) , 
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1. 6 4 (s, 6H) , 

2. 4 8 (t , 2H, J = 7Hz) , 

3. 0 5 (t , 2H, J = 7Hz) , 
3. 3 3 (t, 2H, J = 7Hz) , 
4.2 4 (q, 2H, J = 7Hz) , 

6. 8 0 (dd, 1 H, J = 2, 9Hz) , 

6. 8 8 (d, 1H, J = 2Hz) , 

7. 3-7. 4 (m, 3H) , 
7. 4-7. 5 (m, 1H) , 
7. 9-8. 0 (m, 1H) . 



PCT/JPOl/02271 



(5) 2- [ [3- [2- (5-7°D£;i/-2- (2-^DD7i_;i/) -4-**? 
\JV)V) x^;v] -1, 2-^>X^V^rl7-^-;i/-6-^;H ;fr^>] -2-tWI/ 
7D >^ 

1R*8 0% 

1 H-NMR (CDC 1 3 , 400 MHz) 6 : 

0. 8 6 (t , 3H, J = 7Hz) , 

1. 4 5- 1. 6 0 (m, 2H) , 

1. 6 6 (s, 6H) , 

2. 52 (t , 2H, J = 7Hz) , 

3. 0 4 (t, 2H, J = 7Hz) , 
3. 2 9 (t , 2H, J = 7Hz) , 
4.2 4 (q, 2H, J=7Hz) , 
6.8 2 (dd, 1H, J = 2, 9Hz) , 
7.0 0 (d, 1H, J = 2Hz) , 

7. 3-7. 4 (m, 3H) , 
7. 4-7. 5 (m, 1H), 
7. 9-8. 0 (m, 1H) . 
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2- r 13- [2- (5-^-2-7i^-4-W;'J^) ^±M -i 

(1) 6 -T-fe bT^ F-3- [2- (5-^V-2-7i-jl/-4-WVU;i' 
) - 1 , 2-^>X-Y 

1 H-NMR (CDC1 3 , 400 MHz) 6 : 

0. 8 7 (t , 3H, J=7Hz) , 

1. 2 2- 1. 3 0 (m, 2H) , 

1. 4-1. 5 (m, 2H) , 

2. 2 1 (s, 3H) , 

2. 4 9 (t , 2H, J = 7Hz) , 

3. 0 3 (t , 2H, J = 7Hz) , 
3. 3 4 (t , 2H, J = 7Hz) , 

7. 10 (dd, 1H, J = l, 9Hz) , 

7. 3-7. 5 (m, 5H) , 

7. 9 5-8. 0 5 (m, 2H) , 

8. 0 1 (d, 1H, J= 1Hz) 

(2) 6-7^7-3- [2- ( 5 - 2 - 7 x - 4 -t^Plry 'J jl/) ^ 
)V] ~ 1 , 2 -^>XV v^rity-;i/ 

1*8 6% 

1 H-NMR (CDC 1 3 , 4 0 0MHz) 6: 
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0. 8 7 (t , 3H, J = 7Hz) , 

1. 2-1. 3 5 (m, 2H) , 

1. 4 0- 1. 5 0 (m, 2H) , 

2. 5 0 (t , 2H, J = 7Hz) , 

3. 0 1 (t , 2H, J = 7Hz) , 

3. 2 6 (t , 2H, J = 7Hz) , 

4. 0 3 (br-s, 2H) , 

6. 5 4 (dd, 1 H, J = 2, 9Hz), 
6.7 0 (d, 1 H, J = 2Hz) , 

7. 2 9 (d, 1 H, J = 9Hz) , 
7. 4-7. 4 5 (m, 3H) , 

7. 9 5-8. 0 5 (m, 2H) . 

(3) h*D^>-3- [2- ( 5 - 2 - 7 4 - t^rity 'J ;i/ 



W3 4% 

H-NMR (CDC 1 3 , 4 0 0MHz) 6 : 

0. 8 9 (t , 3H, J = 7Hz) , 

1. 2- 1. 4 0 (m, 2H) , 

1. 4 0- 1. 5 0 (m, 2H) , 

2. 5 5 (t, 2H, J = 7Hz) , 

3. 0 2 (t , 2H, J = 7Hz) , 
3. 2 7 (t, 2H, J = 7Hz) , 

6. 7 1 (dd, 1H, J = 2, 9Hz) , 

6. 9 1 (d, 1 H, J = 2Hz) , 

7. 2 9 (d, 1H, J = 9Hz) , 
7. 4-7. 4 5 (m, 3H) , 

7. 9-8. 0 (m, 2H) . 
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(4) 2 - [[3 - [2 - ( 5 - W - 2 - 7 x - 4 - t^^V 'J;V) ^)V\ 

;i/ 

JR*7 6% 

1 H-NMR (CDC 1 3 , 4 0 0MHz) 6: 

0. 87 (t, 3H, J=7Hz) , 

1. 33 (t, J = 7Hz) , 
1 . 2- 1 . 3 (m, 2H) , 
1. 4-1. 5 (m, 2H) , 

1. 64 (s, 6H) , 

2. 5 0 (t, 2H, J = 7Hz) , 

3. 0 2 (t , 2H, J=7Hz) , 

3. 3 2 (t , 2H, J = 7Hz) , 

4. 2 3 (q, 2H, J = 7Hz) , 
6.7 9 (dd, 1H, J = 2, 9Hz) , 

6. 8 8 (d, 1 H, J = 2Hz) , 

7. 3 9 (d, 1H, J = 9Hz) , 
7. 4 0-7. 5 0 (m, 3H) , 
7. 9-8. 00 (m, 2H) . 

(5) 2- [ [3 - [2 - (5-73-)ls-2-7*-)),-4-*3rWV)l) 
-1, 2-^>X-f V=H?V-;]/-6-^;i/] ;sh^>] -2-^^7*Dt:t>^ 

W8 2% 

1 H-NMR (CDCI3, 40 0MHz) : 

0. 8 8 (t, 3H, J = 7Hz) , 

1. 2-1. 4 (m, 2H) , 
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1. 4 5-1. 6 (m, 2H) , 
1. 6 4 (s, 6H) , 
2.5 6 (t, 2H, J = 7Hz) , 
3. 0 1 (t, 2H, J = 7Hz) , 
3. 2 2 (t, 2H, J = 7Hz) , 

6. 7 9 (dd, 1H, J = 2, 9Hz) , 

7. 0 0 (d, 1H, J = 2Hz) , 
7.2 4 (d, 1H, J = 9Hz) , 
7. 4 0-7. 5 0 (m, 3H) , 
7. 9-8. 0 5 (m, 2H) . 



PCT/JPOl/02271 



mmm 6 

2- [ [3- [2- (2, 5-^7x-;^-4-tWJ^) gf2k] ~1. 2 - 

(1) 6-T-fe hTS; h*-3 - [2- (2, 5-^7i^l/-4-tWJ;i/) 
)ll -1, 2 ->*>X-f V^r^V*-;!/ 

IRI2 1% 

1 H-NMR (CDC 1 3 , 400 MHz) 6 : 

2. 21 (s, 3H) , 

3. 3 5-3. 5 0 (m, 4H) , 
7.15 (dd, 1H, J = 2, 9Hz), 
7. 3-7. 4 (m, 2H) , 

7. 4-7. 5 5 (m, 5H) , 

7.5 5 (d, 1H, J = 9Hz) , 

7. 6 0 (dd, 2H, J= 1, 9Hz) , 
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8.04 (d, 1H, J=lHz) , 
8. 0 5-8. 15 (m, 2H) . 



PCT/JPOl/02271 



(2) 6-7-3;/ -3- [2- (2, 5-^7i-JV-4-tWJ;i/) x^;i/] - 
JR*8 4% 

1 H— NMR ( C D C 1 3 , 4 0 0MHz) 5 : 

3. 3 5-3. 4 5 (m, 4H) , 

4. 0 1 (s, 2H) , 

6. 58 (dd, 1H, J = 2, 9Hz) , 
6.7 0 (d, 1H, J = 2Hz) , 

7. 3-7. 6 (m, 7H) , 

7. 6-7. 6 5 (m, 2H) , 

8. 1-8. 1 5 (m, 2H) . 

(3) 6-;W Kn^>-3- [2- (2, 5 m 4 >j;i/) ac^ 
- 1 , 2 -^>X-T V 

1 H — NMR (CDC 1 3 , 4 0 0MHz) 5 : 
3. 3 5- 3. 4 5 (m, 4H) , 
6. 3 (brs, 1H) , 
6.7 6 (dd, 1H, J = 2, 9Hz) , 

6. 9 1 (d, 1H, J = 2Hz) , 

7. 3-7. 6 (m, 7H) , 

7. 6 2 (dd, 2H, J = 2, 9Hz) , 

8. 1-8. 15 (m, 2H) . 
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(4) 2- [3- [2- (2, 5-^7i-;i/-4-^WJ/l/) x^;i/] -1, 



1R*5 5% 

'H-NMR (CDC 1 3 , 4 0 0MHz) 5 : 
1. 2 2 (t, 3H, J = 7Hz) , 
1. 64 (s, 6H) , 
3. 3 5-3. 5 0 (m, 4H) , 
4.2 3 (q, 2H, J = 7Hz) , 
6.8 2 (dd, 1H, J = 2, 9Hz) , 
6.8 7 (d, 1H, J = 2Hz) , 
7. 3-7. 5 5 (m, 7H) , 

7. 5 5-7. 6 (m, 2H) , 

8. 0 5-8. 15 (m, 2H) . 

(5) 2- [ [3- [2- (2, 5-i^7x-;i/-4-W;y;i/) - 1 

2-^>x^v*i?-v*-;i'-6--f;i/] ^-^r^>] -2-^fji/7"nw>® 

urn fem® 

'H-NMR (CDCI3, 4 0 0MHz) 6 : 
1 . 6 7 (s, 6H) , 
3. 3 5-3. 4 5 (m, 4H) , 
6.8 5 (dd, 1H, J = 2, 9Hz) , 
7 . 0 0 (d, 1 H, J = 2Hz) , 
7. 3 7 - 5 5 (m, 7 H) , 

7. 5 5-7. 6 (m, 2H) , 

8. 0 5-8. 15 (m, 2H) . 
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2- f [3- [2- (5-^^-2-7xr;i/-4-WJ;v) Z±M -1. 



(1) [2 - (5-/fJV-2-7i-jl/-4-WJ;i/) 
if/I/] -1,2 -^>X-f V^r1tV*-;i/ 

i&*2 1% 

1 H — NMR (CDC 1 3 , 4 0 0MHz) 8 : 
2. 2 1 (s, 3 H) , 

2. 2 2 (s, 3H) , 

3. 2 1 (t, 2 H, J = 8Hz) , 
3. 4 1 (t , 2H, J=8Hz) , 

7. 07 (dd, 1H, J = 2, 9 Hz) , 
7. 3 4 (d, 1 H, J = 9Hz) , 
7. 3 5-7. 5 0 (m, 4H) , 

7. 8 5-7. 9 (m, 2H) , 

8. 0 6 ( (d, 1H, J = lHz) 

(2) 6 y - 3 - [2- (5-^^-2-7i^-4-Wj;i/) 
] -l, 2-^>X-f v^r-9-^-;v 

IR*8 9% 

1 H-NMR (CDC 1 3) 4 0 0MHz) <5 : 

2. 24 (s, 3H) , 

3. 2 2 (t , 2 H, J= 7Hz) , 
3. 3 7 (t , 2H, J=7Hz) , 

6. 5 4 (dd, 1H, J = 2, 9 Hz) , 
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6. 6 9 (1H, d, J = 2Hz) , 
7.2 2 (d, 1H, J = 9Hz) , 

7. 4-7. 5 5 (m, 3H) , 
7. 9-8. 0 (m, 2H) . 

(3) 6-/W KD^>-3- [2- (5-^^t/-2-7x-jt/-4-f7V'JJb) 
x^-;i/] -1,2 -^>X-f ;i/ 

l&*4 4% . 
1 H-NMR (CDC 1 3 , 4 0 0MHz) 6: 

2. 24 (s, 3H) , 

3. 2 5 (t, 2H, J = 7Hz) , 
3. 3 6 (t, 2H, J = 7Hz) , 
6.7 4 (d, 1H, J = 9Hz) , 

6. 9 1 (s, 1H) , 

7.2 9 (d, 1H, J = 9Hz) , 

7. 3 5-7. 4 5 (m, 3H) , 
7. 8-7. 9 (m, 2H) . 

(4) 2- [ [3- [2- (5-^fJI/-2-7x^-4-WiJ;i/) - 
H$7 1% 

'H-NMR (CDCI3, 4 0 0MHz) d : 
1. 2 3 (t, 3H, J = 7Hz) , 

1. 6 4 (s, 6H) , 

2. 2 4 (s, 3H) , 

3. 2 1 (t, 2H, J = 7Hz) , 
3. 3 9 (t, 2H, J = 7Hz) , 
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4.2 4 (q, 2H, J = 7Hz) , 

6.7 9 (d, 1 H, J = 2, 9Hz) , 

6.8 8 (d, 1H, J = 2Hz) , 
7. 3 0 (d, 1 H, J = 9Hz) , 
7. 3 5-7. 4 5 (m, 3H) , 
7. 8 5-7. 9 0 (m, 2H) . 

(5) 2- [ [3- [2- (5-^fiV-2-7i^l/-4-WiJjl/) ^)V\ - 
1, 2-^>XW V*^-/l/-6->f;H tf^>] -2-p<^;i/^D^^->^ 

Jfc* 6 4 % 
1 H — NMR (CDC 1 3 , 4 0 0MHz) 5: 
1. 6 6 (s, 6H) , 
2.2 7 (s, 3H) , 
3. 2 1 (t, 2H, J = 7Hz) , 
3. 3 6 (t , 2H, J = 7Hz) , 

6. 8 1 (d, 1H, J = 2, 9Hz) , 

7. 0 1 (d, 1 H, J = 2Hz) , 
7. 2 8 (d, 1 H, J = 9Hz) , 
7. 3 5-7. 4 5 (m, 3H) , 
7. 8 5-7. 9 0 (m, 2H) . 

[ [3 - [2- (5-^^-2-7^-^-4-^itV'';^) Jf2k3 -1» 2 
-^>X-f v»»y-;i/-6->f;i/] HI 

(1) [ C3- [2- (5-^f-;v-2-7xn;i/-4-2|-^\;u;i/) -1 
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$mmio>&$,rpmfo6-^ fp*$/-3- [2- (5-^^-2-71^- 

4-jr*WV)]/) 2-^X>fVW-;i/ (2 0 0mg, 0. 60 

mmo 1) \ (1 3 4mg, 0. 8 Ommo 1) . J)t»* U »>A ( 1 

1 lmg, 0. 8 Ommo 1) £7Wl/3^;Wr h > (1 OmL) ClS^tfe^ R 
J«g£ 8 0 •Cfc±fcf 1 5 ffilttlf:, 

bfeo il©»i/'JAWDYF^.7^ - (^^>/^x^;i/=2/l) t? 
(t$9 9%) 

1 H-NMR (CDC 1 3 , 4 0 0MHz) 5: 

1. 2 6 (t, 3H, J = 7Hz) , 

2. 15 (s, 3H) , 

3. 0 2 (t , 2H, J = 7Hz) , 
3. 3 2 (t , 2H } J = 7Hz) , 
4.2 9 (q, 2H, J = 7Hz) , 

4. 6 7 (s, 2H) , 

6. 9-7. 0 (m, 2H) , 

7. 3 5-7. 5 (m, 4H) , 
7. 9 5-8. 0 0 (m, 2H) . 

(2) [ [3- [2- (5-^f;i/-2-7i-;i/-4-w^'j;i') x*-;i>] - 1 
, 2-^>x^vW-;i/-6-^f;v] t^>] 

iK*6 4% 

1 H-NMR (DMSO-d 6 , 4 0 0MHz) 6 : 
2. 18 (s, 3H) , 
2. 9 6 (t, 2H, J = 7Hz) / 
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3. 2 5 (t, 2H, J=7Hz) , 

4. 73 (s, 2H), 

6.9 4 (dd, 1H, J = 2, 9Hz) , 
7. 1 6 (d, 1 H, J = 2Hz) , 
7. 4 5-7. 5 (m, 3H) , 
7. 0 9 (d, 1H, J=9Hz) , 
7. 85-7. 9 (2H } m) . 

mmm 

WJ9-1) 

2- [ [3- [2- [2- (2-^DP7xn;i/) - 5 V 7°P hVl/- 4 -^-fr 

J±jk] - l ^ 2-^>x-f v^i7-y-;i/-6--f;i/1 -2-p<^;i/ 

mp. 1 0 0 - 1 0 5°C 

1 H — NMR (CDC 1 3 , 4 0 0MHz) 6; 

1.13 (6H, d, J = 7Hz) 

1. 6 3 (6H, s) 

2. 9-3. 0 (1H, m) 

3. 04 (2H, t, J = 7Hz) 
3.2 7 (2H, t, J = 7Hz) 

6. 80 (1H, dd, J = 2, 9Hz) 

6. 9 9 (1H, d, J = 2Hz) 

7. 24 (1H, d, J = 9Hz) 
7. 3-7. 4 (2H, m) 

7. 3 5-7. 5 0 (1H, m) 
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7. 8 0-7. 9 5 (1H, m) 
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IR (KBr) cm" 

3000, 2950, 2900, 1720. 1700, 1620, 1610, 15 
60, 1520, 1500, 1475, 1460, 1440, 1400, 1380, 
1280, 1180, 1140, 1120, 1040, 1020, 980, 840, 
7 8 0, 74 0. 

(HK6099-2) 

2- [ [3- [2- [2- (4-^PP7x-;y) - 5 -7u 4 -**VJ U 
;t/] -1, 2-^>X^V^r-9-\/-;i/-6-^;i/] ;fr^>] -2-^;U7°P 

mp 1 5 6-1 5 8°C 

'H NMR (CDC 1 3 , 4 0 0MHz) 6 ; 

0. 8 8 (3H, t , J = 7Hz) 

1. 52-1. 6 1 (2H, m) 

1. 69 (6H, s) 

2. 53 (2H, t, J = 7Hz) 

3. 00 (2H, t, J=7Hz) 
3.2 0 (2H, t , J = 7Hz) 

6. 79 (1H, dd, J = 2, 8Hz) 

6. 99 (1H, d, J = 2Hz) 

7. 23 (1H, d, J = 8Hz) 
7. 42 (2H, d, J = 8Hz) 
7. 92 (2H, d, J = 8Hz) 

IR (KBr) cm" 1 : 
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2 8 7 3, 1 6 2 0, 1518, 1 4 9 7, 1 4 7 9, 1 3 9 2, 1 3 8 5, 1 2 
82, 1188, 1144, 1095, 984, 843, 835, 
8 16, 7 4 2 

(H»J9-3) 

2 - [[3- [2 - [2- (2-^PP7xr.ji/) - 5 -^vfr->;i/-4 U 
x^-;i/] -l, 2-^>X-fvW-^-6--f;k] :fr^>] -2-^^;P7°p 



'H-NMR (CDC1 3 ) 6 ; 

0. 8 6 (3H, t , J = 7Hz) , 

1. 2-1. 3 (6H, m, ) , 

1. 4 5-1. 5 5 (2H, m) , 
1.6 6 (6H, s) , 

2. 5 5 (2H, t , J = 7Hz) , 

3. 2 0 (2H, t , J = 8Hz) , 
3. 2 5 (2H, t, J = 8Hz) , 

6. 80 (1H, dd, J = 3 and 10Hz), 

6. 9 8 (1 H, d, J = 3Hz) , 

7. 2-7. 4 (3H, m) , 

7. 5 0 (1 H, d, J = 3Hz) , 

7. 90 (1H, dd, J = 3 and 9Hz) . 

GW6W9-4) 

2- [ [3- [2- [5-^>SW-2- (2-^PP7x-;i/) -4-*-=frW; 
jklx^jk] -1, 2-^>X>f Vfrjfrfcikz jk] £jr^J -2-^^A7°P 
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1 H — NMR (CD C 1 3 ) 6 ; 
1. 6 6 (6H, s) 
3. 07 (2H 5 t, J = 7Hz) 
3. 26 (2H, t, J = 7Hz) 
3.9 3 (2H, s) 

6. 80 (1H, dd, J = 3 and 9Hz) 

6. 9 7 (1H, d, J = 3Hz) 

7. 1 5-7. 4 0 (8H, m) 
7. 47 (1H, d, J = 9Hz) 

7. 8 6 (1H, dd, J = 2 and 8Hz) 

(&KH9-5) 

2 - [[3 - [2 - [2 - (2-^^7i=^) -5-7u\Z)]/-4-**WV 

)V} xf^k] -l. 2-^>X-f v^-»^-;i/-6->f;i/] £jr±J -2-^;i/?°p 

1 H — NMR (CDC1 3 ) 6 ; 

0. 87 (3H 5 t, J = 7Hz) 

1. 5 5 (2H, tq, J = 7Hz, 7Hz) 

1. 6 6 (6H, s) 

2. 5 2 (2H, t , J = 7Hz) 

2. 6 1 (3H, s) 

3. 0 2 (2H, t , J = 7Hz) 
3. 28 (2H, t. J = 7Hz) 

6. 8 2 (1H, dd, J = 2Hz, 8Hz) 

7. 0 1 (1H, d, J = 2Hz) 
7. 2-7. 4 (4H, in) 
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7. 8 9 (1H, d, J = 7Hz) . 
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2- r [3- [2- [2- (2, 3-^DP7x^) -5-^?)]/-4-**V 

v[Uik] xf^v] -l, 2-^>X^v»»\;-;i/-6->f;i/] -2-*?-;i/ 

1 H — NMR (CDClj) (5 ; 
1. 10 (3H, t , J = 8Hz) , 

1. 6 7 (6H, s) , 

2. 57 (2H, t, J = 8Hz) , 

3. 03 (2H, t, J = 8Hz) , 
3.2 7 (2H, t , J = 8Hz) , 

6. 8 2 (1H, dd, J = 2 and 9Hz) , 

6. 9 9 (1H, d, J = 2Hz) , 

7. 2 5-7. 30 (2H, m) , 

7. 55 (1H, dd, J=2 and 8Hz) , 
7. 79 (1H, dd, J = 2 and 8Hz) 

2- [ [3- [2- [2- (2-^PP7i-jl/) -5-^?)]/-4-**WV)V 

1 x^jk] -l. 2-^>x^v^r»\/-;i/-6-^;p] £5^] -2-p<^;i/7°Pb° 

1 H — NMR (CDCl 3J 400MHz)(5; 
1. 11 (3H, t , J = 7Hz) 
1. 6 6 (6H, s) 
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2.5 7 (2H, q, J=7Hz) 
3. 02 (2H, t, J=7Hz) 
3.2 5 (2H, t, J=7Hz) 
6. 8 0 (1H, dd, J = 2, 8Hz) 

6. 9 8 (1H, d, J=2Hz) 

7. 23 (1H, d, J = 8Hz) 
7. 3 2-7. 5 0 (3H, m) 
7. 8 9 ( 1 H, m) 

IR (KB r) cm 1 : 

2981, 2939, 2519, 1697, 1622, 1572, 1543, 15 
1 8, 1 4 9 7, 1 4 6 2, 1 4 4 1, 1 4 1 9, 1 3 9 2, 1 3 8 5, 1 3 5 0, 
1284, 1282, 1205, 1178, 1144, 1088, 1055, 984 
, 9 4 3, 8 5 8, 8 3 9, 8 1 2, 7 54, 7 5 0, 

735, 688, 604, 586 

mum 9 - 8 ) 

2 - [ [3 - [2 - C2 - (2-_hP7i-^) -5-:rpK;p-4-a-*-fryru 

mp 114-116°C 

1 H-NMR (CDClj) 6 ; 

0. 8 2 (3H, t , J= 7 Hz) 

1. 46 (2H, tq, J = 7Hz, 7Hz) 
1. 6 7 (6H, s) 

2.4 5 (2H, t, J=7Hz) 
3. 0 1 (2H, t, J=7Hz) 
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3. 27 (2H, t. J = 7Hz) 

6. 86 (1H, dd, J = 2Hz, 9Hz) 

6. 9 9 (1H, d, J = 2Hz) 

7. 3 3 (1H, d, J = 9Hz) 
7. 5-7. 7 (2H, m) 

7. 8 1 (1H, dd, J = lHz, 8Hz) 
7. 9 7 (1H, dd, J= 1Hz, 8Hz) . 

IR (KB r) cm" 1 ; 

2970, 2931, 2873, 1701, 1624, 1560, 1533, 14 
9 8, 1 4 7 0, 1 44 6, 1 4 3 9, 1 4 1 9, 1 3 9 4, 1 3 5 2, 1 2 8 2, 
1203, 1174, 1142, 1090, 984, 841, 

8 1 2, 7 8 5, 7 5 2, 7 2 9, 6 0 4, 5 8 4. 

(HMI9-9) 

2- [ [3 - [2 - [2 - (2-^PP7x-;i/) -5-'>^P7P^-4-^ 

- l, 2-^>x-i > v^r-b-\/-;i/-6--Y;u] -2-*^ 

1 H — NMR (CDCI3) 6 ; 

1. 7-1. 9 (4H, m) 

1. 67 (6H, s) 

1. 7-1. 8 (1H, m) 

3. 10 (2H, t, J = 7Hz) 

3.2 9 (2H, t , J = 7Hz) 

6. 81 (1H, dd, J = 2 and 9Hz) 

7. 00 (iH, d, J = 2Hz) 
7. 2 5-7. 9 (5H, m) . 
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Gfcfc«9-10) 

2 - r [3 - [2- (2-->^P^^r->;i/-5-7°P^;i/-4-^-^rl7-^U;i/) x?- 

1 H-NMR (CDC1 3 ) (5 ; 

0. 8 3 (3H, t , J = 7Hz) 

1. 2-2. 1 (1 OH, m) 

1. 4 5-1. 5 5 (2H, m) 
1.7 1 (6H, s) 

2. 44 (2H, t, J = 7Hz) 

2. 8-2. 9 (3H, m) 

3. 0-3. 1 (2H, m) 

6. 72 (1H, dd, J = 2 and 9Hz) 
6. 9 5 (1 H, d, J = 2Hz) 
6. 9 9 (1H, d, J = 9Hz) . 

(HM9-1 1) 

2- [ [3- [2- [2- (2-»DP7x-M -5—rv^;i/-4-^»y 

mp 118-1 2 0°C 

'H-NMR (CDClj, 4 0 0MHz) 6; 

0. 8 7 (6H, d, J = 6Hz) 

1. 6 6 (6H, s) 
1. 9 0 (1H, m) 
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2. 44 (2H, d, J = 7Hz) 

3. 03 (2H, t, J = 7Hz) 
3. 2 8 (2H, t , J = 7Hz) 

6. 82 (1H, dd, J = 2, 8Hz) 

6. 9 9 (1 H, d, J = 2Hz) 

7. 31-7. 39(3 H, m) 
7. 4 8-7. 5 0 ( 1H, m) 
7. 8 9-7. 9 2 ( 1H, m) 

IR (KB r ) cm 1 : 

3433, 2960, 2931, 2870, 2530, 1707, 1620, 15 
52, 15 1 8, 1497, 1473, 1417, 1385, 1381, 1277, 
1180, 1138, 1088, 1053, 978, 843, 

820, 768, 74 2, 606, 584, 471 

(«^J9-12) 

2 - [ [3 - [2 - [2- (2-»DP7xz;i/) -5-t ert-yf;k-4-t 

r^gVUJk] -l, 2-^>x>f v=fr-fry-;i/-6-^;i/] :fr5-->] -2-* 

mp 1 2 7-1 2 9°C 

'H-NMR (CDC 1 3 , 4 0 0MHz) 6; 

1.2 6 (9H, s) 

1. 6 5 (6H, s) 

3.17 (2H, t , J = 7Hz) 

3. 3 1 (2H, t , J = 7Hz) 

6. 8 1 (1H, dd, J=2, 8Hz) 

7. 0 0 (1H, d, J = 2Hz) 
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7. 2 8 (1H, d, J = 8Hz) 
7. 3 4-7. 3 7 (2H, m) 
7. 5 0 (1H, m) 
7. 9 3 ( 1H, m) 

IR (KB r ) cm" 1 : 
3855, 3737, 3433, 2978, 2974, 2872, 2347, 
1 7 0 7, 1 7 0 3, 1 6 2 0, 1 5 7 2, 1 5 4 9, 1 5 2 2, 
1 4 9 8, 1 4 2 1, 1 3 8 3, 1 3 6 7, 1 3 4 6, 1 2 8 4, 1 1 8 4, 
1146, 1055, 982, 837, 816, 768, 744, 739, 
6 0 9 



»J9-13) 

2- [ [3- [2- [2- (2-7MP7X-J1/) -5-4V7uV}),-4-tt 

1 H-NMR (CDC 1 3 ) 6 ; 

1 . 15 (6H, d, J = 7H z) 
1.6 7 (6H, s) 

2. 9 5-3. 0 0 (1H, m) 
3.0 4 (2H, t , J = 7Hz) 

3. 24 (2H, t, J = 7Hz) 

6. 80 (1H, dd, J=2 and 8Hz) 

7. 0 0 (1H, d, J = 2Hz) 
7 0 1 5-7. 2 5 (3H, m) 
7. 4 0-7. 4 5 (1 H, m) 
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7. 9 5-8. 0 0 (1H, m) 
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(mmm 9-14) 

2- [ [3- [2- [2- (4-t ert-7fjl/7x-jv) - 5 ->f V7°P 

'H-NMR (CDC 1 3 ) 6 ; 
1. 16 (6H, d, J = 7Hz) 
1. 3 6 (9H, s) 

1 . 7 0 (6H, s) 

2. 9 5-3. 0 5 (3H, m) 
3.17 (2H, t , J = 8Hz) 

6. 76 (1H, dd, J = 2 and 8Hz) 

7. 00 (1H, d, J = 2Hz) 
7. 15 (1H, d 5 J = 8Hz) 
7. 47 (2H, d, J = 8Hz) 
7.9 3 (2H, d, J = 8Hz) . 

(mmm 9-15) 

2- [ [3- [2- [5-^yyp^-2- L2_z±Z±2k) :zl^t±±Z222k 
] x£2k] - l» 2-^>X^ v^r»yy-;u-6->f;v3 ;f^>] 
*>Wt 

1 H-NMR (CDC 1 3 ) 6 ; 
1. 20 (6H, d, J = 7Hz) 
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3. 00 (1H, qq, J = 7Hz, 7Hz) 

3.0 7 (2H, t, J = 7Hz) 

3. 3 0 (2H, t , J = 7Hz) , 

6. 80 (1H, dd, J = 2Hz, 9Hz) 

7. 02 (1H, d, J = 2Hz) 
7. 3 0 (1H, d, J = 9Hz) 
7. 5-7. 6 (2H, m) 

7. 8-8. 0 (3H 3 m) , 

8. 08 (1H, dd, J = 2Hz, 9Hz) 
8. 4 9 (1H, s) . 

IR (KB r) cm" 1 ; 
2972, 2929, 2872, 1707, 1701, 1620, 1560, 
1516, 1498, 1466, 1 417, 1392, 1383, 1365, 
1 2 8 4, 1 1 8 4, 1 1 44, 1 0 8 8, 1 0 5 3, 9 8 2, 8 9 3, 
858, 835, 816, 754, 60 7, 471. 

WJ9-16) 

2- [ [3- [2- [5--fV7Pt;ji/-2- (2-^ \^f±Z^M 



esse® 

mp 1 2 3-1 2 5°C 

1 H-NMR (CDC 1 3 ) (5 ; 

1.17 (6H, d, J = 7Hz) 

1. 67 (6H, s) 

2. 9-3. 1 (3H, m) 

3. 1-3. 2 (2H, m) 
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3. 93 (3H, s) 

6. 73 (1H, dd, J = 2Hz, 9Hz) 
6.9 6 (1H, d, J = 2Hz) 

7. 0-7. 1 (2H, m) 

7. 13 (1H, d, J = 9Hz) 
7. 43 (1H, m) , 

7. 8 3 (1H, dd, J = 2Hz, 8Hz) . 



IR (KB r ) cm 
2 9 9 9, 2 9 2 
1 4 9 7, 1 4 6 
118 6, 113 
8 0 2, 7 5 2, 



7, 1 7 0 9, 1 

8, 14 19, 1 
8, 1 0 9 6, 1 
7 4 4, 7 1 5, 



6 2 2, 1 6 2 0, 
38 9, 1 3 6 3, 
0 5 3, 1 0 2 6, 
6 0 4, 5 8 4. 



1 5 54, 1 5 1 8, 
1 2 8 1, 1 2 5 9, 
9 7 8, 8 3 3, 



»9-l 7) 

2- [ [3- [2- [2- (2, 4-^^PP7x_;i/) - 5 -J V7P 4 - 
^Jll -1, 2-^>X^ V*W—)V- 6— Ok3 3Mr->3 -2- 
^fJI/7P^>^ 



asm 

mp 1 0 2- 1 0 4°C 

1 H-NMR (CDC 1 3 , 4 0 0MHz) 5; 

1. 13 (6H, d, J = 7Hz) 
1.66 (6H, s) 

2. 9 5 (1H, m) 

3. 04 (2H, t, J = 7Hz) 
3.2 7 (2H, t , J = 7Hz) 

6. 8 2 (1H, dd, J = 2, 8Hz) 
6. 9 9 (1H, d, J = 2Hz) 
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7. 28 (1H, d, J = 8Hz) 
7. 32 (1H, dd, J = 2, 8Hz) 
7. 5 1 (1H, d, J = 2Hz) 
7. 8 7 (1H, d, J = 8Hz) 

IR (KB r ) cm" 1 : 
3535, 2939,1705, 1618, 1562, 1498, 1466, 
1 4 6 0, 1 3 8 5, 1 3 8 1, 1 2 8 6, 1 1 8 4, 1 1 4 7, 

1 1 0 7, 1 0 5 3, 9 7 6, 84 1, 8 1 6, 4 1 7 

(£*«9-l 8) 

2 - [ [3 - [2- [2 - (2, 6-^PP7x-Jl/) -5--f V7 , Pb , ;V-4- 
3hfrWj;n E±2k] z_L 2-^>X-i > v^V-;i/-6-^;i/] -2- 

mp 16 1-16 3°C 

1 H-NMR (CDC 1 3 , 4 0 0MHz) 6 ; 

1. 08 (6H, d, J = 7Hz) 

1. 63 (6H, s) 

2. 9 2 (1H, m) 

3.0 7 (2H, t, J = 7Hz) 

3. 3 1 (2H, t, J = 7Hz) 

6. 8 1 (1 H, dd, J = 2, 8Hz) 

6. 9 9 (1H, d, J = 2Hz) 

7. 3 1-7. 4 1 (4H, m) 

IR (KB r ) cm" 1 : 
3467, 2976, 2873, 2521, 1722, 1624, 16 0 5, 



79 



WO 01/79197 PCT/JP01/02271 

1 5 6 0, 1 5 1 8, 1 4 9 8, 1 46 8, 1 4 3 3, 1 3 8 5, 1 3 8 3, 

1367, 1340, 1321, 1271, 1200, 1176, 1130, 

1095, 1041, 974, 933, 883, 839, 793, 77 1, 
75 0, 60 0, 56 9, 482 



(mm 9-19) 

2- [ [3- [2- [-5-^ (2 - h ^l2JkA^LA±AZ^=^k 

) -^n/j - i, 2-^>X^V^rifV-;i/-6 -JJll 

1 H-NMR (CDC 1,) 6 ; 

1. 11 (6H, d, J=7Hz) , 

1. 6 5 (6H, s) , 

2. 9-3. 0 (1H, m) , 

3. 0 4 (2H, t , J = 7Hz) , 
3. 2 8 (2H, t, J = 7Hz) , 

6. 18 (1H, dd, J = 2 and 8Hz), 

7. 0 0 (1H, d, J = 2Hz) , 
7.2 6 (1 H, d, J = 8Hz) , 
7. 5-7. 7 (2H, m) , 

7. 8 0 (1H, d, J = 8Hz) , 
8.0 2 (1H, d, J = 8Hz) . 

(H»J9-2 0) 

2- C [3- [2- [2- (2-hh'P^>7i^) -5— f V7PK;i/-4-t 

±S^UUkl -l, 2-^>X-i > v^r-tj-V r -;u- 6-^;i^1 j^jj -2-* 



80 



WO 01/79197 PCT/JPOl/02271 

1 H — NMR (CDC1 3 ) 6 ; 
1. 16 (6H, d, J = 7Hz) 

1. 6 6 (6H, s) 

2. 9 7 (1 H, qq, J = 7Hz, 7Hz) 

3. 0 6 (2H> t, J = 7Hz) 
3. 3 1 (2H, t, J = 7Hz) 

6. 8-7. 1 (4H, m) 

7. 3 2 ( 1 H, m) 

7. 4 0 (1H, d, J = 9Hz) 

7. 7 6 (1H, dd, J= 1Hz, 8Hz) . 



(IMJ9-2 1) 

2- [ [3- [2- [2-7x-;i/-5-7'Pb:;i/-4-^-^ij-^';;i/] .^±M 4 

! H NMR (CDClj, 4 0 0MHz) 6 ; 

0. 8 2 (3H, t , J = 7Hz) 

1. 4 0-1. 5 5 (2H, m) 

1. 5 7 (6H, s) 

2. 41 (2H, t, J = 7Hz) 

2. 8 7 (2H, t, J = 7Hz) 

3. 10 (2H, t, J = 7Hz) 

6. 7 6 (1H, dd, J= 1, 9Hz) 

6. 9 2 (1 H, s) 

6.9 6 (1H, d, J=lHz) 

7. 4-7. 5 (4H, m) 
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7. 8 5 (1H , br s, ) 
7. 9 5— 8. 0 5 (2 H, m) 



PCT/JPOI/02271 



(«^J9-22) 

2- [ [3 - [2- [5-^vrptf;v-2- (4-7>;v7 3i-;i/) -4-**v 



1 H-NMR (CDC 1 3 , 4 0 0MHz) 6: 

0. 9 4 (t , 3H, J = 7Hz) , 

1. 16 (d, 6H, J = 7Hz) , 
1. 3 5-1. 45 (m, 2H) , 
1. 60-1. 70 (m, 2fl) , 

1. 6 8 (s, 6H) , 

2. 6 6 (t , 2H) , 

2. 9 5-3. 0 5 (m, 3H) , 

3. 2 1 (t, 2H, J = 7Hz) , 
6.7 7 (dd, 1 H, J = 2, 8Hz) , 
7.0 0 (d, 1H, J = 2Hz) , 

7. 2 0 (d, 1 H, J = 8Hz) , 
7.2 5 (d, 2H, J = 8Hz) , 
7.9 0 (d, 2H, J = 8Hz) . 
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( 1 ) p p a r 6 mmtftmnrng. 

ffikfc&fa CH»Jl~7OTM©PPAR(5Trf-^h(7)L-l 6 5 0 4 1 (B 
erger, J . flb, (1999) J. Biol. Chem. , 274:6718-6 
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AL) & (Kl i ewe r, S. A. fife, (1992) Nature, 358:771 
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AMiKl^xjl/ (2 5 0/illW») i^fc*), WT©^^t5*0 ; 0 
. 0 3//g©GAL4-hPPAR(5 LBD, 0. 2 5 //gCDUASx 4 -TK-L 
UC, 0. 3 5/igCD/?GAL, 2/zlO'J^7i^i/3>aiDMRIE-C (Li 
fe Technologies), £ft££0 p T I -MEMti^l, ^MT»3 0 
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DNA^ffM£lt£, liWbl^tl (MS: 1 0" 4 M&£^fci: 1 0" s MttU9 
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ltirfet^mbT^?)t4 Offi, 3 7°CT?*&iiLfco 

5) i^-^HifcT^i'^©^ 

ig*^^, PBSt2|HMt ) W.1&mM* imj\<\ l«7x;i/^feD, ;i/^>7 
x7-^«t4M^Mor^M» (2 5mM Tris-P0 4 (pH 7. 8), 1 
5%v/v Glyserol, 2%CHAPS, l%Lecithin, 1%BSA 
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, 4mM EGTA (pH 8. 0) , 8mM MgCl 2 , ImM DTT) 100 
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EH$fc2jD* WfeiffGAL ©«I*)>SA £ J; § M^SIS b , ^^WiDt <fc 

-#7* h ^>^— ^MttOM^Stt, 50//1 ©qT«WbftC«*S!l3& 9 6 •> x;i/7"I/- 
rfc#3lU ONPG (2-^ hD7x-;i,-/?-D-7J5^ yttJ*/ h*) Ml 0 
0 M l *«JP UT, g?ST* 5 #184 >^ri^- h Ufeo EJfcffjt* ( 1 M&&± r U •> 
AiSi)' 5 0^1*Jnt, 4 1 4nm©WI«bfe. O 
(0. lJHMfc) ffl«|iiW:|pJ^7i7- iftSttiit (3>hn-^fi) £0 
%t, 1 O^Mf^frSL-l 6 5 04 lf«Ibfe«0;i/^7x7- MWm-kl 
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a : 1 O" 4 M0WY- 1 4 6 4 3 

7 : 1 0" 5 M<Z)R osiglitazone 

6 : 1 0" 4 M©L- 1 6 5 0 4 1 

4frt>mt>frte&5^ nnM9-i~mnm9-2 2tm<D4h&mzL - 1 6 

5 0 4 1 fcJt'C ^XttJenfii±0§i**PPARdCD?Stt^ffl^bfeo ££s 
H»J9-1, 5, 6, 7, 9s 11, 15, 17s 2 0, 2 2$gH±L- 1 6 5 0 4 1 



87 



WO 01/79197 



PCT/JPOl/02271 



1 . ■&<D-fg& ( I ) > 



R 1 



R 3 



f J V! V2- 

A^R 2 Y 1 ^ 




R 4 

Z— Y2-C — E 



1 

R 5 



(I) 

fiigiU-SGDTVi/*;^ M2~8©7M-;H, ^*i?2~8©T;i/^-;i/» 

R 1 , R 2 &im 3 &7.kliiJ§w\ K««l~807^l^ Wf>m=?-XW$ktsn 
d T)i*)]/&-?WWt£ titt&kM& l ~ 6 <dt)V*)v&> fcmWi 2 ~ 8 ©T;i/>r^;v^ 

v^^^c 6 ~ i o <D7V mBf&m* t lx i ~ 3 na©s«jii\ itens^ x» 

tt£ & o t * >-*? yn^mm i/r % H < s 

X'MX^Os S, C ( = 0) NHs C ( = 0) N C (OH) ^L<&NR\ X 
d£T\ R 7 fc?KltJlH\ ^ifl~8©T;i/^»«U 

y 1 &gms£w lt v>t b&^mmm i ~ 8 ©t;i/*u >m%mu 



88 



WO 01/79197 



PCT/JPOl/02271 



DfctO, S, NR 8 «U 

Y 2 tt£$ft 1 ~ 4 ©7^* U >«Xtt^*&* U 

R 4 ;&tfR 6 tt**isH% ^ti~8©7/i/« w?>m^wM$ntz&im 

ft 1 ~ 8(DT)1*)1&%%l U 
fiU R 1 , R 2 , R 3 ^t>*R 6 ©at.{5in^lo(iig^t\ ^Dfct«§£^W©fc© 



B 2 ttCW 2 X{iN^U 



5. 




89 



WO 01/79197 

6. fc©HR5$ (i i) s 



PCT/JPOl/02271 



PP 





COfeH 



(ID 



Ml~8©T;i/^a, j^«2~8©r;i/>ir^;i/^ j^iRi(2~8©7 ? ;i/^;i/a 

R 1 , R 2 &tfRMi7KllfH\ $«m~8cD7>;v*;i/», ^n>f >JI^T»g&£ft 
n T)]y^mxw^ntcmmm. l ~ 6 07;^;H, ^litifc 2-8 

^mmm e ~ i o © r u -;t/^ sittmii^ £ lt i ~ 3 hsom*^^ 

Kii^SU XtiR'tR^^U R 1 St5R 2 ^^bTV^§^miI?^- 
X'&tWttOs C ( = 0) NH. C ( = 0) s C (OH) ^b<&NR\ X 



90 



WO 01/79197 PCT/JPOl/02271 
ZfcfcOXfc*Sfc£U 

^bTs R^tfR 5 !^!^ SJH»l-8C7MMx Aoy>^tf«j|$ 

9. A#OX&ST% X^tfX 1 *^^ R 1 , R 2 ^r>*R 3 ^ 7 Jc«JI^ ftSftl 

-8®7;i/« /n n y >js? •eit^nfe^it i ~ 8 ®7/^/^ $«3~ 
7 d mm.z ~ 7 ©s^ p T;i/^;i/»T*g^^nfej^^ic l ~ 6 © 

bTi^T*)^v^u-;vT;i/^r;i/a (Ty-MB#©$fitifc6~i ot\ tvi^W* 
©&£«i~4)x *«y£**utv^T*Sv^«6-i o©TU-;i/S, try s?^ 

10. AtfOXttStfs X'SttX 2 **^^ R 1 , R 2 MR 3 «I^ J^3fS» 
l~8©T;i/^;i/», t b < Wit btM l ~ 6 ©7;t/^M, twVi/Wfr 

s -FdS s 7^1, ggiT^S, #;nt^>;i/i> 7.k^S^ 

6~io©7'; tr y ^x^;^ 7 y b < fct7 y -jit 

)v*)im ( 7 y -^ftomm 6~iot% r^ji^commw. 1 ~ 4 ) , xtts 



91 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP01/02271 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07D405/14, 409/12, 413/06, 413/12, 413/14, 417/06, 417/12, 

A61K31/427, 428, 4439, 4709, 506, A61P43/00, 3/04, 3/06, 3/10, 
5/14, 5/18, 9/00, 9/10, 19/10, 25/28, 29/00, 35/00 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C07D405/14, 409/12, 413/06, 413/12, 413/14, 417/06, 417/12, 

A61K31/427, 428, 4439, 4709, 506, A61P43/00, 3/04, 3/06, 3/10, 
5/14, 5/18, 9/00, 9/10, 19/10, 25/28, 29/00, 35/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS , REGISTRY ( STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


WO, 96/20925, Al (TORAY INDUSTRIES INC.), 

11 July, 1996 (11.07.96), 

& AU, 9643572, A & EP, 751126, Al 

& CN, 1148381, A & FI, 9603477, A 

& NO, 9603706, A & CA, 2188374, A 

& US, 60432614, A 


1-5,11 


X 


WO, 99/26932, Al (AXYS PHARMACEUTICALS INC.), 
03 June, 1999 (03.06.99), 
& AU, 9916071, A 


1,11 


A 


WO, 97/27857, Al (MERCK & CO., INC.), 
07 August, 1997 (07.08.97), 
& CA, 2245524, A & AU, 9722507, A 
& EP, 904079, Al 


1-11 



I I Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: "T" 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
W E M earlier document but published on or after the international filing "X" 

date 

V document which may throw doubts on priority daim(s) or which is 

cited to establish the publication date of another citation or other "Y" 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P w document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more otheT such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
09 May, 2001 (09.05.01) 


Date of mailing of the international search report 
22 May, 2001 (22.05.01) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



m%k&m&%- PCT/J PO I/O 2 2 7 1 



A. 5HB©JRi-5»»©£* (BKmn^ffi (I PC) ) 
Int. CI' C07D405/14, 409/12, 413/06, 413/12, 413/14, 417/06, 417/12, 
A61K31/427, 428, 4439, 4709, 506, 

A61P43/00, 3/04, 3/06, 3/10, 5/14, 5/18, 9/00, 9/10, 19/10, 25/28, 29/00, 35/00 



Int. Cl' C07D405/14, 409/12, 413/06, 413/12, 413/14, 417/06, 417/12, 
A61K31/427, 428, 4439, 4709, 506, 

A61P43/00, 3/04, 3/06, 3/10, 5/14, 5/18, 9/00, 9/10, 19/10, 25/28, 29/00, 35/00 



CAPLUS, REGISTRY (STN) 



C. 













X 


WO, 96/20925, Al (TORAY INDUSTRIES INC.) , 1 


1-5, 11 




1. 7 J . 1 996 (11. 07. 96) & 






AU, 9 6 4 3 5 7 2, A&EP, 7 5 1 1 2 6, A 1 & . 






CN, 1 1 4 8 3 8 1, A&FI, 9 6 0 3 4 7 7, A& 






NO, 9 6 03 70 6, A&CA, 2 1 8 8 3 7 4, A& 






US, 6043261 4, A 




X 


WO, 99/26932, Al (AXYS PHARMACEUTICALS INC.) , 


1, 1.1 




3. 6M. 1 9 99 (03. 06. 9 9) & 






AU, 9916071, A 





TEJ H&fflBB Motors fcttifcff-efc 5 ffl$ltt«0 

sua Ki4«ll to 
l"Lj ^^«lE»»SriiiB1-3SnRXttft«>*|R«>3«T 

XWl (aft *#■*"> 
roj pactaBB*. 



<Dmffl<Dtdt>\z5\%1- % t tf> 
r&j i-^f>h7r? y 



0 9. 0 5. 0 1 



22.05.01 



a*m<mFr (i sa/jp) 

®^S-^l-0 0-8 9 1 5 
3lDlC» 5 fftfBKJR^H=TH 4#3* 



4P 



9 15 9 



03-3 5.8 1-1101 3490 



fePCT/ISA/2 10 (12^) (1 9 9 8^7^) 



IB^tt!Wg-5§- PCT/JP01/02271 









A 


WO, 9 7/2 7 8 5 7, Al (MERCK & CO. , INC. ) , 7. 8J3. 
1 9 9 7 (0 7. 0 8. 97) & 

CA, 2 24 5 5 24, A&AU, 9 7 2 2 5 0 7, A& 
EP, 90407 9, Al 


1-11 



IfcSPCT/I SA/2 1 0 (Jp2^-S?«>«#) (1 9 9 8^7^) 



